Three sisters suffering from an unusual form of Gaucher's disease are described. These patients had cardiovascular abnormalities consisting of calcification of the ascending aorta and of the aortic and mitral valves. Neurological findings included ophthalmoplegia and saccadic eye movements in two patients, and tonicclonic seizures in the third. The three patients died, two of them after having undergone aortic valve replacement. Tissue was obtained from one of the sibs and fibroblast and liver P-glucocerebrosidase activity was reduced to 4% and 11% of mean normal values. Genotype analysis indicated that the patient was homozygous for the D409H mutation. It is tempting to relate the phenotype of severe cardiac involvement to the D409H/D409H genotype, although further cases will be needed before this association can be confirmed.
Gaucher's disease is characterised by glucocerebroside accumulation owing to deficiency of lysosomal 3-glucocerebrosidase. Four different SSCP conditions were tested for each fragment. No additional abnormal SSCP patterns were detected. Sequencing of amplified exon 9 DNA shows the G to C transversion leading to the D409H substitution (fig 2) . Gaucher's disease (apart from patient 1 and her sisters, homozygous for the mutation). Nevertheless, none of the patients carrying a single copy of the D409H allele was suffering from either heart disease or ophthalmoplegia.
It is tempting to relate homozygosity for mutation D409H to severe cardiac involvement in Gaucher's disease although further cases are needed before this association can be claimed. In this respect, a group of Arab patients homozygous for the D409H mutation presenting heart disease with similar symptoms to those of our patients has been reported. 20 Should this association be proven, it would provide the first clear genotype-phenotype correlation in neuronopathic Gaucher's disease.
